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AMENDMENTS TO THE CLAIMS 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 

1 (Currently Amended). A method of hormone replacement therapy, the 
method comprising administering to a mammal in need thereof a compound of the 
formula (I): 




wherein: 

R 1 and R 2 are independent substituents selected from the group consisting of H, 
C, to C 6 alkyl, substituted d to C 6 alkyl, C 2 to C 6 alkenyl, substituted C 2 to alkenyl, 
C 2 to C 6 alkynyl, substituted C 2 to C 6 alkynyl, C 3 to C 8 cycloaUcyl, substituted C 3 to C 8 
cycloalkyl, aiyl, substituted aryl, heterocyclic, substituted heterocyclic, COR A , and 
NR B COR A ; 

or R 1 and R 2 are fused to form; 

a) a carbon-based 3 to 8 membered saturated spirocyclic ring; 

b) a carbon-based 3 to 8 membered spirocyclic ring having in its backbone 
one or more carbon-carbon double bonds; or 

c) a carbon-based 3 to 8 membered heterocyclic ring having in its backbone 
one to three heteroatoms selected from the group consisting of O, S and N; 
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the spirocyclic rings of a), b) and c) being optionally substituted by from 1 to 4 
groups selected from the group consisting of fluorine, Ci to Q alkyl, C, to C 6 alkoxy, C, 
to Co thioalkyl, CF 3 , OH, CN, NH 2 , NH(C, to C 6 alkyl), and N(C, to C 6 alkyl) 2 ; 

R A is H, C, to C 3 alkyl, substituted C, to C 3 alkyl, aryl, substituted aryl, C, to C 3 
alkoxy, substituted C, to C 3 alkoxy, C, to Cj aminoalkyl, or substituted C, to C 3 
aminoalkyl; 

R B is H, Ci to C 3 alkyl, or substituted Ci to C 3 alkyl; 

R 3 is H, OH, NH 2 , Cj to C 6 alkyl, substituted Ci to C 6 alkyl, C 3 to C 6 alkenyl, 
substituted C 3 to C 6 alkenyl, alkynyl, substituted alkynyl, or COR c ; 

R c is H, C, to C 4 alkyl, substituted Ci to C 4 alkyl, aryl, substituted aryl, Ci to C 4 
alkoxy, substituted Ci to C 4 alkoxy, Ci to C 4 aminoalkyl, or substituted C, to C 4 
aminoalkyl; 

R 4 is H, halogen, CN f N0 2 , Ci to C 6 alkyl, substituted Ci to C 6 alkyl, alkynyl, 
substituted alkynyl, Ci to C 6 alkoxy, substituted Q to Q alkoxy, amino, C t to C 6 
aminoalkyl, or substituted Ci to Ce aminoalkyl; 

R 5 is selected from the group consisting of (i) and (ii): 

(i) a substituted benzene ring having the substituents X, Y and Z as shown 

below: 




wherein: 

X is selected from the group consisting of H, halogen, CN, Cj to C 3 alkyl, 
substituted Ci to C 3 alkyl, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, C, to 
C 3 alkoxy, substituted C t to C 3 alkoxy, Ci to C 3 thioalkoxy, substituted Ci to C 3 
thioalkoxy, amino, C| to C 3 aminoalkyl, substituted Ci to C 3 aminoalkyl, N0 2 , Ci to C 3 
perfluoroalkyl, 5 or 6 membered heterocyclic ring containing in its backbone 1 to 3 
heteroatoms selected from the group consisting of O, S, and N, COR D , OCOR D , and 
NR E COR D ; 
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R D is H, Ci to C 3 alkyl, substituted C, to C 3 alkyl, aryl, substituted aryl, Ci 
to C 3 alkoxy, substituted C, to C 3 alkoxy, C, to C 3 aminoalkyl, or substituted Q to C 3 
aminoalkyl; 

R E is H, Ci to C 3 alkyl, or substituted Ci to C 3 alkyl; 

Y and Z are independent substituents selected from the group consisting of 
H, halogen, CN, N0 2i amino, aminoalkyl, C, to C 3 alkoxy, Ci to C 4 alkyl, and C, to C 3 
thioalkoxy; 

wherein X, Y, and Z are not all H; and 
(ii) a five or six membered ring having in its backbone 1 , 2, or 3 heteroatoms 
selected from the group consisting of O, S f SO, S0 2 and NR 6 and containing one or two 
independent substituents selected from the group consisting of H, halogen, CN, NO z , 
amino, d to C 4 alkyl, Ci to C 3 alkoxy, C, to C 3 aminoalkyl, COR F , and NR°COR F ; 

R F is H, Ci to C 3 alkyl, substituted Ci to C 3 alkyl, aryl, substituted aryl, Cj 
to C 3 alkoxy, substituted C, to C 3 alkoxy, C, to C 3 aminoalkyl, or substituted Ci to C 3 
aminoalkyl; 

R° is H, Ci to C 3 alkyl, or substituted C\ to C 3 alkyl; 

R 6 is H, Ci to C 3 alkyl, or Ci to G» C0 2 alkyl; 
wherein when R s is a fiv e-membered ring having in its backbone a NR 6 
heteroatom, and when R 5 is attached at the two position of said ring, there is no CN 
substituent in the five position on said ring: 
or pharmaceutically acceptable salt thereof. 

2(Original). The method according to Claim 1 , wherein: 

R 1 is H, d to C 6 alkyl, substituted C, to Q alkyl, C 3 to C 8 cycloalkyl, substituted 
C 3 to C 8 cycloalkyl, aryl, substituted aryl, heterocyclic, substituted heterocyclic, COR A , 
orNR B COR A ; 

R 2 is H, Ci to C 6 alkyl, substituted C, to C 6 alkyl, C 2 to C 6 alkenyl, substituted C 2 
to C 6 alkenyl, C 3 to C 8 cycloalkyl, substituted C 3 to C 8 cycloalkyl, aryl, substituted aryl, 
heterocyclic, substituted heterocyclic, COR A , or NR B COR A ; 
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R 5 is (i) or (ii): 

(i) the substituted benzene ring, wherein: 

X is selected from the group consisting of halogen, CN, C| to C 3 alkyl, 
substituted C, to C 3 alkyl, C, to C 3 alkoxy, substituted C, to C 3 alkoxy, C, to C 3 
thioalkoxy, substituted C, to C 3 thioalkoxy, amino, C, to C 3 aminoalkyl, substituted C, to 
C 3 aminoalkyl, N0 2 , Ci to C 3 perfluoroalkyl, 5 membered heterocyclic ring containing in 
its backbone 1 to 3 heteroatoms selected from the group consisting of N, O, and S, 
COR D , OCOR D , and NR E COR°; 

Y and Z are independent substituents selected from the group consisting of 
H, halogen, CN, N0 2 , Q to C 3 alkoxy, Ci to C 3 alkyl, and C, to C 3 thioalkoxy; or 

(ii) the five or six membered ring, wherein said one or two independent 
substituents selected from the group consisting of H. halogen, CN, N0 2 , amino, d to C 3 
alkyl, and Ci to C 3 alkoxy; 

R 6 is H or C, to C 3 alkyl. 

3(Original). The method according to Claim 1, wherein: 

R 1 is H, d to C 6 alkyl, substituted C, to C 6 alkyl, C 3 to C 8 cycloall<yl, substituted 
C 3 to C 8 cycloalkyl, aryl, substituted aryl, heterocyclic, substituted heterocyclic, COR A , 
orNR B COR A ; 

R 4 is H, halogen, CN, N0 2 , Ci to C s alkyl, substituted C, to C 6 alkyl, Ci to C 6 
alkoxy, substituted Ct to C 6 alkoxy, amino, Ci to Qs aminoalkyl, or substituted Ci to Ce 
aminoalkyl; 

R s is (iii) or (iv): 

(iii) the substituted benzene ring, wherein 

X is selected from the group consisting of halogen, CN, Ci to C 3 alkyl, 
substituted Ci to C 3 alkyl, Ci to C 3 alkoxy, substituted Ci to C 3 alkoxy, Ci to C 3 
thioallcoxy, substituted Ci to C 3 thioalkoxy, amino, Cj to C 3 aminoalkyl, substituted Ci to 
C 3 aminoalkyl, N0 2 , d to C 3 perfluoroalkyl, 5 membered heterocyclic ring containing in 
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its backbone 1 to 3 heteroatoms selected from the group consisting of N, O, and S, 
COR D ,OCOR D .andNR E COR D ; 

Y and Z are independent substituents selected from the group consisting of 
H, halogen, CN, NO*, C, to C 3 alkoxy, C, to C 3 alkyl, and Ci to C 3 thioalkoxy; or 

(iv) the five or six membered ring, wherein said ring contains one or two 
independent substituents selected from the group consisting of H, halogen, CN, NO*, 
amino, C, to C 3 alkyl, and Cj to C 3 alkoxy; 

R 6 is H or Ci to C 3 alkyl. 

4(Original). The method according to Claim 1 , wherein: 

R l = R 2 and are selected from the group consisting of Cj to C 3 alkyl and 
substituted Ci to C 3 alkyl, or R 1 and R 2 are fused to form the carbon-based 3 to 6 
membered saturated spirocyclic ring; 

R 3 is H, OH, NH 2 , Q to C 6 alkyl, substituted Ci to C 6 alkyl, or COR c ; 

R c is H, Ci to C 4 alkyl, or Cj to C 4 alkoxy 

R 4 is H, halogen, CN, N0 2 , Ci to C 3 alkyl, substituted Ci to C 3 alkyl, C] to C 3 
alkoxy, or substituted Q to C 3 alkoxy; 
R 5 is (v) f (vi),or(vii): 

(v) the substituted benzene ring of the structure: 




wherein: 

X is halogen, CN, C, to C 3 alkoxy, C, to C 3 aJkyl, N0 2 , C, to C 3 
perfluoroalkyl, 5 membered heterocyclic ring containing in its backbone 1 to 3 
heteroatoms selected from the group consisting of N, O, and S, or Ci to C 3 thioalkoxy; 

Y is H, halogen, CN, NO z , C, to C 3 alkoxy, C x to C 4 alkyl, or C, to C 3 

thioalkoxy; 
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(vi) the five membered ring having the structure: 




wherein: 

Uis O, S, or NR 6 ; 

X' is selected from the group consisting of halogen, CN, NQ2, Ci to C 3 
alkyl, and C, to C 3 alkoxy; 

Y" is selected from the group consisting of H and C\ to C4 alkyl; or 
(vii) the six membered ring having the structure: 



X 1 is N or CX 2 ; 

X 2 is halogen, CN, Ci to C 3 alkoxy, or N0 2 . 

5(Original). The method according to Claim 4, wherein R 5 is selected from the 
group consisting of: 




wherein: 
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6(Original). The method according to Claim 1, wherein: 
R 1 and R 2 are CH 3 or R 1 and R 2 are fused to form the carbon-based 6 membered 
saturated spirocyclic ring; 

R 3 is H, OH, NH 2t CH3, substituted CH 3> or COR c ; 

R c is H f Ci to C 3 alkyl, or Ci to C 4 alkoxy; 

R 4 is H, halogen, N0 2 , CN, or Ci to C 3 alkyl; 

R 5 is the substituted benzene ring having the formula: 




wherein: 

X is selected from the group consisting of halogen, CN, methoxy, NO?, and the 
five-membered heterocyclic ring, wherein said ring is 2-thiazole; 
Y is H or halogen, wherein said halogen is F. 

7(Original), The method according to Claim 1 , wherein: 
R l and R 2 are CH 3 or R 1 and R 2 are fused to form the carbon-based 6 membered 
saturated spirocyclic ring; 

R 3 is H, OH, NH 2> CH 3 , substituted CH 3 , or COR c ; 
R c is H, Ci to C 3 alkyl, or Ci to C 4 alkoxy; 
R 4 is H, halogen, N0 2 , CN, or Ci to C 3 alkyl; 
R s is the five membered ring having the structure: 
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wherein: 

Uis O, S, or NH; 

X* is halogen, CN, or NO2, provided that when U is NH, then X' is not CN; 
Y* isHorCi to C4 alkyl. 

8(Original). The method according to Claim 1 , wherein said compound is 
selected from the group consisting of: 

a) 6-(3-Cfclorophenyl)-4,4~dime^ 

b) 6<3-Methoxy-phenyl)-4,4-dimethyl-l,4^dihydio-benzo[d][l,33-oxazin.2^ 

one; 

c) S-^-C^loro-phenyO-M-dm 

one; 

d) 6-(4-Chloro-phenyl>4,4-dimethyl-l,4-dihydro-beii20[d][l,3]^ox^ 

one; 

e) 6-(3-Chloro-phenyl)-4-methyl-l ,4-dihydro-benzo[d][l ,3]oxazin-2-one; 

f) 6-(3-CMoro-phenyl)^ethyl^,4-dihydro-benzo[d][l,3]oxazm-2-one;and 

g) 6-(3-Oiloro-phenyl)-4-phenyl- 1 ,4-dihydro-benzo[dJ [ 1 ,3]oxazin-2-one; 
or a pharmaceutically acceptable salt thereof. 

9(OriginaJ). The method according to Claim 1 , wherein said compound is 
selected from the group consisting of: 

a) 3-(4,4-Dimethyl-2-oxo-l,4-dihydto-2H-benzo[d][l,3]oxazin-6-yl)- 
benzonitrile; 

b) 4,4-Dnnethyl-6-(3-nitrophenyl)-l ,4-dihydrobenzo[d][l ,3]oxazin-2-one; 

c) 6-(3-Bromo.5-fluorophenyl)^,4-dimethyl-l ,4-dihydrobenzo[d] [ 1 ,3] 
oxazin-2-one; 

9 



AHPWA1DUSA 




PAGE 10/32 * RCVDAT 11/22/2005 9:34:34 AM [Eastern Standard rime] * 8VR:USPTO-EFXRF-6/32 * DNIS:2738300 1 CSID: * DURATION (mnvss):06-30 



03/27/2000 13:26 FAX 



©011/032 



AHPWA1DUSA 

d) 3 ^(4,4-Dimethy!-2-o^ 
fluorobenzonitrile; 

e) 5 -(4,4-Dimethy]-2-oxo^Adih^^ 
nicotinonitrile; 

f) 4 -(4ADimethyWHDxo.l,4^ihy<h:o-2H-benzo[d][l s 3]oxazin^ 
thiophene-2-carbonitrile; 

g) 5 -(M-Dimethyl-2-oxo-l^ 
thiophene-2-carbonitriIe; 

h) 5^4,4-Dimethyl-2-oxo-l Adihydro-2H-*enzo[d][l ,3]oxazin-6-yl)-4- 
methyl-thiophene-2-carbonitrile; 

i) ^4ADimethyl-2.oxo-1.4-dihydio-2H-benTO 
2-carbonitrile; and 

j) 4,4-Diethyl-6-(3-mtrophenyl)- 1 ,4-dihydrobenzo[d][ 1 ,3]oxazin-2-one; 
or a pharmaceutical acceptable salt thereof. 

lO(Original). The method according to Claim 1 , wherein said compound is 
selected from the group consisting of: 

a) 6-(3-CMorophenylM,4-die^ 

b) 6-(3-Chlorophenyl)-spiro[4H-3, 1 -benzoxazine-4, r-cyclohexane]-2-(lH)- 

one; 

c) 6-(3-Chlorophenyl)-spiro-[4H04-ben2oxazine-4,l f -cyclopentane]«2(lH)- 

one; 

d) 6-(3-Nitrophenyl)-spixo[4H-3, 1 -benzoxazine-4, 1 '-cyclohexan]- 
2(lH)-one; 

e) 4-A11yl-6-(3~chlorophenyl)^-m^^ 

one; 

f) G-CS-Chloropheny^^-methyl^-propyn-l-yl-l^-dihydro^ 
benzo[d][l,3]oxazin-2-one; and 
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g) ^<3-Chioix*hen^ 

2-one; 

or a pharmaceutically acceptable salt thereof. 

1 1 (Original). The method according to Claim 1, wherein said compound is 
selected from the group of: 

a) 6-(3-Chlorophenyl)-4-methyl-4-phenyl- 1 ,4-dihydro-benzo[d] [ 1 ,3]oxazin- 

2-one; 

b) 4-Benzyl.6-(3-chloro-phenyl)-4-tnethyl-l ,4-dihydro-benzo[d][ 1 ,3]oxazin- 

2-one; 

c) 6-(3-Chloro-phenyl)^^cyclopropy3-4-methyl-l 1 4-dihydro- 
benzo [d] [ 1 ,3 joxazin-2-one; 

d) 6-(3-CWoro-phenyl)^-cyclopropyM-propyn-l-yl-l,4-dihydro- 
berizo[d][l ,3]oxazin-2-one; 

e) 6-(3-Cmoro-phenylH,4^dicyclop^ 

2-one; 

f) 6-(3-Chloro-phenylH,4-dipropyn-l-yl-l Adihydrobenzo[d][ l a 3]oxazin-2- 

one; 

g) 6-(3-Bromo-5-fluorophenyl)-l A4-trimethyl-l,4- 
dihydrobenzotdJCl^Joxa^in-Z-one; and 

h) 6-(3-Methoxyphenyl)-4-methyl-4-trifluoromethyl- 1 ,4^dihydro- 
benzofd] [ 1 ,3]oxazin-2-one; 

or a pharmaceutically acceptable salt thereof. 

12(Origiiial). The method according to Claim 1 , wherein said compound is 
selected from the group consisting of: 

a) 6-(3- Acetyl-pheny^^dimethyl- 1 ,4-dihydro-benzo[d] [ i > 3]-oxazin-2- 

one; 
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b) ^(3-Benzoyl-phenylM^ 

one; 

c) 4 -(4,4-Dicycloprapyl-2.oxo.lAdihydro-2H.ben Z Q[d]tl,3]oxa2in.6.yl)^ 
thiophene-2-caxbonitriZe; 

d) 6K3-Bromo-5-fluon>-phenyl>4,4HJicyclopropyl-l > 4-dihydiobenzo 
[d] [ l,3]oxazin-2-one; 

e) 3-(4,4-DicycIopropyl-2-oxo-l ,4-dihydro-2H-benzo[d][l ,3]oxazin-6-yl)-5- 
fluoro-benzonitrile; 

f) 6-(3-Bromo-5-methyl-phenyl)-4,4-dimethyl- 1 ,4-dihydrobenzo- 
[dj[ 1 ,3]oxazin-2-one; 

g) 6-(3 -Bromo-5 -trifluoromethoxy-phenyl)-4,4-dimethyl - 1 ,4- 
dihydrobenzo [d] [ 1 ,3]-oxazin-2-one; and 

h) 3-(4,4-Dimethyl-2-oxo-l,4-dihyd^ 
methyl-benzonitrile; 

or a phaimaceutically acceptable salt thereof. 

1 3 (Original). The method according to Claim 1 , wherein said compound is 
selected from the group consisting of: 

a) 3-(4,4-Dimethyl-2^xo-l,4Him^ 
trifluoxomethoxy-benzonitrile; 

b) 6-(3 f 5-dmuoro-phenyl>4,4^imethyl-l,4^dihydroben20-[d][l,3]oxazin.2- 

one; 

c) 6^3,5-dichloro-phenyl)-4,4-dimethyl-l ,4-dihydrobenzo-[d][ 1 ,3]oxazin-2- 

one; 

d) 6-(3 ,5 -Bis-trifluoromethyl-phenyl)-4,4-dimethyl - 1 ,4- 
dihydrobenzo[d][l ,3]oxazin-2-one; 

e) 3 - (4, 4-Dimethy 1-2-oxo- 1 ,4-dihydro-2H-benzo[d] [ 1 , 3]oxazin-6-yl)-5- 
methoxy-benzonitrile; 
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f) 6K3-Fluoro-ph^ 

one; 

8) ^^S-Oiloro^-nuoro^phenylH^dimethyl-l^-dihydro- 
benzo[d][l,3]oxa2in-2-one; 

h) 3-( 1 -Diethoxymethyl-4,4-dimetfayl-2^oxo- 1 >4-dihydro-2H- 
benzo[d][l,3]oxazin-6^yl)-5-£lxioro-ben2onitrile; and 

i) 3 -Fluoro-5-( 1 -methoxymethyl-4,4^dimethyl-2-oxo- 1 ,4-dihydro-2H- 
benzo[d] [ 1 ,3]oxazin-6-yl)-benzonitrile; 

or a pharmaceutical^ accqptable salt thereof. 

14(Original). The method according to Claim 1, wherein said compound is 
selected from the group consisting of: 

a) Phosphoric acid 6-(3-cyano-5-fluoro-phenyl)-4,4-dimethyl-4H- 
benzo[d][l,3]oxazin-2-yl ester diethyl ether; 

b) 3~(4,4-Dimethyl-2^xo-l,4^ 
fluoro-benzonitrile; 

c) 6-(3-Chloro-4-fluoro-phenyl)-8-fluoro-4 > 4-dimethyl-l ) 4- 
dihydrobenzo[d][l 3 3]-oxazin-2-one; 

d) 6-(3-Bromo-phenyl)-4,4^me 

one; 

e) 6"(3-Ethynyl-phenyl)-4,4-dimethyM ,4-dihydro-benzo[d][ l,3]-oxazin-2- 

one; 

f) 3-[3-(4,4-Dimethyl-2-oxo-l,4-dihydro-2H-benzo(d][ 1 ,3]oxazin-6-yl)- 
phenyl]-propynenitrile; 

g) 6-(3-Fluoro-5-nitro-phenyl)-4,4-dimethyl-l s 4-dihydro- 
benzo[d][l,3]oxazin~2-one; and 

h) ^(S-Chloro-S-fluoro-phenylM^^dimethyl-l^-dihydro-- 
benzo[d][l,3]oxazin-2-one; 

or a pharmaceutically acceptable salt thereof 
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lS(Qrigmal). The method according to Claim 1, wherein said compound is 
selected from the group consisting of: 

a) 3 -CMoro-5-(4,4^im^ 
yl)-benzonitrile; 

b) ^( 3 >Dimtro-pheny^ 

one; 

c) 5^4,4-Dimethyl-2^xo-l 5 4-dihydro.2H-benzo[d][l,3]oxazin-6-yl)- 
isophthalonitrile; 

d) 4,4-I^ethyl-6-(3-thiazoW^^ 

2-one; 

e) e-CS-Fluoro-S-methoxy-phenyO^^dimethyl^l^-dihydro- 
ben2o[d] [ 1 ,3] oxazin-2-one; 

f) 6-(3-Fluoro-5-trifluoromethyl-phenyl)-4,4-dimethyl- 1 ,4-^dihydro- 
benzo[d] [ 1 ,3] oxazin-2-one; 

g) 6-(5-Bromo-pyridin-3-yl)-4,4-dime^ 

2-one; 

h) 6-(3-Cyano-5^fluoro-phenyl)-4,4-dimethyl-2-oxo~4H- 
benzo[d][l,3]oxazine-l-carboxylic acid tert-butyl ester, and 

i) 5-(4,4-Dimethyl-2-oxo-l ) 4-ddhydro.2H-benzo[d][l 3 3]oxazin~6-yl)-2- 
fluoro-benzonitrile; 

or a pharmaceutical^ acceptable salt thereof. 

16(Original). The method according to Claim 1, wherein said compound is 
selected from the group consisting of: 

a) 4<8-Fluoro-4 f 4-dimethy]-2-oxo 
yl)-thiophene-2-carboni tril e; 

b) 3-Fluoro-5-(8-fluoro-4,4-dimethyl-2-oxo-l ,4-dihydro-2H- 
benzo[d] [ 1 ,3]oxazin-6-yl)-benzonitrile; 
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c) M4,4-Dimethyl-2-oxo-l^ 
thiophene-3-carbonitrile; 

d) 2<4ADimothyl-2-oxo-l,4^ihydro-2H-benzo[d][I f 3]oxazin^ 
thiophene-3-carbonitrile; 

e) ^(l^^-ttaadiazol^-yl-phenyO-M-tf^ 
benzo[d] [ 1 ,3Joxazin-2-one; 

f) M3-Fluoix>-S-thiophen-3-yl-phenylM,4^ 
benzo[d] [ 1 ,3]oxazin-2-one; 

g) 2<4,4-Dimethyl-2-oxo^ 
pyrrole-l-carboxylic acid tert-buty] ester; 

h) 2-(4,4-Dimethyl-2-oxo-lAdihydro-2H^^ 
pyrrole- 1-carboxylic acid tert-butyl ester; 

i) M-Dimethyl-e^ni^^ 
2 -one; and 

j) 4,+-Dimethyl-6^1H-pyrc^ 
oxazin-2-one; 

or a pharmaceutical^ acceptable salt thereof. 

17(Origmal). The method according to Claim 1 , wherein said compound is 
selected from the group consisting of: 

a) 4,4-Dime*hyl-6-(l-methyM^ 
oxazin-2-one; 

b) 4,4-Dimethyl-6-(l -methyl-5-nitro- 1 H-pyrrol-2-yl)- 1 ,4-dihydro- 
benzo[d][ 1 ? 3]oxazin-2-one; 

c) 3 -( 1 r 2-Dihydro-2-oxospiro[4H-3 , 1 -benzox azine-4, 1 -cyclohexan] -6-yl> 
benzonitrile; 

d) 3-(l ,2-Dihydro-2-oxospiro[4H-3,l -benzoxazine-4, 1 -cyclohexan]-6-yl)-5- 
fluorobenzonitrile; 



15 



PAGE 16/32 * RCVD AT 1 1/22/2005 9:34:34 AM [Eastern Standard Time] * SVR:USPTO-EFXRF</32 ■ DNIS:2738300 * CSID: 1 DURATION (mm-ss):06-30 



03/27/2000 13:27 FAX 



©017/032 



AHPWA1DUSA 

e) 4-( 1 ,2-Dihydro-2-oxospiro [4H-3, 1 -bensoxazme-4, 1 -cyclohexan>6-yl)-2- 
thiophenecarbonitrile; 

f) 5-(l ,2-Dihydro-2-oxospiro[4H-3, 1 -benzoxazine-4,1 -cyclohexan]-6-y1)-2- 
thiophenecarbonitrile; 

g) 5-(l ,2-Dihydro~2-oxospiro[4H-3 ) l-benzoxazine-4, 1 -cydohexan]-6-yl)-4- 
tnethyl-2-thiophenecabonitril e; 

h) 5-(4,4-Dimetayl-2<>xo-^ 
thiophene-2-carbonitriIe; and 

i) 5-(4,4-Dimethyl-2-oxo-l,4Klihydro-2H-ben20[d][l^ 
propyl-thiophene-2-carbonitrile; 

or a pharmaceutically acceptable salt thereof. 

1 8(Original). The method according to Claim 1 , wherein said compound is 
selected from the group consisting of: 

a) 5-(4ADimethyl-2-oxo-l,4-^ 
butyl-thiophene-2-carbonitrile; 

b) 6^(4-Cyano-3 -fluoro-phenyl)^,4-dimethyl- 1 ,4-dihydiobenzo [d] [1,3]- 
oxazin-2-one; 

c) 6-(4-Fluoro-phenyl)-4 > 4-dimethyl- 1 ,4-dihydro~benzo[d] [ 1 ,3]-oxazin-2- 

one; 

d) 6-(3,4-Difluoro-phenyl)-4Adimethyl-l,4-dihydro>benzo[d][l,3]oxazm 

one; 

e) 6-(2-Fluoro-phenyl)-4,4-dimethyl-l ) 4-dihydro-benzo[d][l,3]-oxazin-2- 

one; 

f) 3-(4,4-Dimetliyl-2-oxo- 1 ,4-dihydro-2H-benzo[d] [ 1 9 3]-oxazin-6- 
yl)phenylacetonitrile; 

g) S-C^Dimethyl^-oxo-M^ 
carbonitrile; and 
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h) 3-(4,4-DimethyI-2-oxo^^ 
fluorobenzonitrile; 

or a pharmaceutical^ acceptable salt thereof. 

1 9(Original). The method according to claim 1 , wherein said compound is 
selected from the group consisting of: 

a) 6-(3-Metftox>phenyl)spiro^ 

one; 

b) 8-Bromo-6<3-chloro-4-fluorophenylH.4-dimethyl-l ,4-dihydro-2H-3,l - 
benzoxazin-2-one; 

c) 3K8-Bromo^,4-dimethyI-2-oxo-lA 
fluorobenzonitrile; 

d) 3-(8-Bromo-4,4-dimethyl-2-oxo-lAt^ 
fluorobenzonitrile; 

e) 5-(8-Bromo^,4-dimethyl-2-oxo-l ,4-dihydro-2H-3 3 1 -benzoxazin-6-yl)-2- 
fluorobenzonitrile; 

f) 6-(3-BromophenylHA44rimethyl-l,4^ 

one; 

g) 6-(3-Fluorophenyl)-4-niethyl- 1 ,4-dthydro-2H-3 , 1 -benzoxazm-2-one; 

h) 3-(4,4-Dimethyl-8-memoxy-2-oxo-lAdihydro.2H-3 t l-benzoxazin-6-yl)- 
5-fluorobenzonitrile; 

i) 3<4,4-Dimethyl^8-hydroxy-2-oxo-l,4-dihydro-2H-3,l-benzoxazin-6-yl)- 
5-fluorobenzonitrile; 

j) 6-(2,3-Difluoro-phenyl)-4,4-rt^ 

one; 

k) 3-(l-Ethyl-4Adimethyl-2-oxo-U 
5-fluoro-benzonitrile; 

1) [6-(4 f 4-dimethyl-2-oxo-l,4^ 
yl]acetonitrile; 



17 



PAGE 18/32 * RCVD AT 1 1122/2005 9:34:34 AM [Eastern Standard Time] 1 SVR:USPTO-EFXRF-6/32 • DNI8:2738300 * CSID: 1 DURATION (mm-ss):06-30 



03/27/2000 13:28 FAX 



0019/032 



AHPWA1DUSA 

m) 3<4ADimeLV!-2-oxo^d^^ 
fluoro-phenylacetonitrile; 

n) 3-(4 > 4-Dimethyl-2-oxo-I f 4Klihydro.2H-benzo[d3[l > 3]^ 
fluoro-phenylacetonitrile; 

o) 4-(4,4-Dimethy)-2^xo 
fluorophenylacetonitrile; 

p) 2-(4,4-Dimethyl2-oxo-l,4-dih^^ 
yl)phenylacetonitrile; 

q) 6-(3-Fluoro-4-methoxy-phenyl)-4,4-dimethyl- 1 ,4-dihydro- 
benzo [d] [ 1 ,3]oxazin-2-one; 

r) 3-(M-Dimethyl-2-oxo^,4-dihydro-2H-benzo[d][13]-oxazin.6- 
yl)phenylacetonitrile; 

s) 6-(6-Ammo-pyridm-3-ylM,4^ 

2-one; 

t) 6-(5-Diethoxymethyl-furan-3-yl) -4,4-dimethyM,4-dihydro-benzo[d] 
[1.3]oxazin-2-one; and 

u) 4-(4,4-Dimethyl-2^xo-l,4-dihy^^ 
2-carbaidehyde; 

or a pharmaceutical^ acceptable salt thereof. 

20(Original). The method according to claim 1, wherein R 5 is said five- 
membered ring b). 

21 (Original). The method according to claim 20, wherein said five-membered 
ring b) is a thiophene group. 

22(Origmal). The method according to claim 20, wherein said five-membered 
ring b) is a furan group. 
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23(Original). The method according to claim 20, wherein said five-membered 
ring b) is a pyrrole group. 

24(Original). The method according to claim 20, wherein said five-membered 
ring b) is a thiazole group. 

25(Origrnal). The method according to claim 20, wherein said five-membered 
ring b) is an oxazole group, 

26(Original). The method according to claim 20, wherein said five-membered 
ring b) is an imidazole group. 

27(Original). The method according to claim 1, wherein R 5 is said six-membered 

ring b). 

28(Original). The method according to claim 27, wherein said six-membered 
ring b) is a pyridine group. 

29(Original). The method according to claim 1 , wherein R 5 is said substituted 
benzene ring a). 

30(Original). The method according to claim 29, wherein said substituted 
benzene ring a) is an optionally substituted phenyl group. 

31 (Original). The method according to claim 30, wherein said substituted phenyl 
group is a 3 -chloro-4-fluoro-phenyl group. 

32(Original). The method according to claim 30, wherein said substituted phenyl 
group is a 3,5-dichloro-phenyl group. 
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33(OriginaI). The method according to claim 30, wherein said substituted phenyl 
group is a 3-cyano-4-fluoro~phenyl group. 

34(Original) ( The method according to claim 30, wherein said substituted phenyl 
group is a 3,4-difluoro-phenyl group. 

35(Original). The method according to claim 30, wherein said substituted phenyl 
group is a 3-cyano-5-chloro-phenyl group. 

36(Origiiial). The method according to claim 30, wherein said substituted phenyl 
group is a 3-trifluoromethyl-5-fluoro-phenyl group. 

37(Original). The method according to claim 30, wherein said substituted phenyl 
group is a 2-£luoro-3-cyano-phenyl group. 

38(Original). The method according to claim 30, wherein said substituted phenyl 
group is a 2-fluoro-phenyl group. 

39(Original). The method according to claim 30, wherein said substituted phenyl 
group is a 4~cyano-3-furanyl-phenyl group. 

40(Original). The method according to claim 30, wherein said substituted phenyl 
group is a 3,4-dichloro-phenyl group. 

41(Original). The method according to claim 30, wherein said substituted phenyl 
group is a 3-fluoro-4-chloro-phenyl group. 

42(Original). The method according to claim 30, wherein said substituted phenyl 
group is a 3 -bromo -4- fluoro-phenyl group. 
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43(Original). The method according to claim 30, wherein said substituted phenyl 
group is a 3,5-dibromo-phenyl group. 



44(Original). The method according to claim 1 , wherein R 1 and R 2 are Ci to C& 

alkyl. 



45(Original). A method of hormone replacement therapy, the method comprising 
administering to a mammal in need thereof a compound selected from the group 
consisting of 4 > 4-Dimethyl-6-[3-(lH-tetrazol-5-yI>phenyl]-l,4- 
dihydrobenzo[d][U]oxa2in-2-one; 4,4-Dimethyl-6-(3-trime^ 
l,4-dihydro-benzo[d][l,3]oxazin-2-one; e^Bromo-l-oxy-pyridin-S-ylM^imethy]^ 
lAdihydro-ben2o[d][l > 3]oxazin-2-one;N.[4-(4,4-Dimethyl-2^^ 
benzoxazin-6-yl)-2-fluoro-ph^ 

benzo[d][l,3]-oxazin-6-yl) benzenesulfonamide; 5-(4,4-Dimethyl-2-oxo-l,4-dihydro-2H- 
benzo[d][l,3]-oxazin^yl)-thiophene-2-sulfonamide; and 4-(l,4-Dihydro-4,4-dimethyl- 
2-oxo-2H-3, 1 -benzoxazin-6-yl)-2-fuiancarboxaldehyde oxime; 
or pharmaceutical^ acceptable salt thereof. 

46(Currently Amended). A method of hormone replacement therapy, the 
method comprising administering to a mammal in need thereof a compound of the 
formula (I): 




I 



wherein: 
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R 1 and R 2 are independent substituents selected from the group consisting of H, 
C, to C fl alkyl, substituted C, to C 6 alkyl, C 2 to C fl alkenyl, substituted C 2 to C 6 alkenyl, 
C 2 to C 6 alkynyl, substituted C 2 to Q alkynyl, C 3 to C* cycloalkyl, substituted C 3 to C B 
cycloalkyl, aryl, substituted aryl, heterocyclic, substituted heterocyclic, COR*, and 
NR B COR A ; 

or R l and R 2 are fused to form: 

a) a carbon-based 3 to 8 membered saturated spiiocyclic ring; 

b) a carbon-based 3 to 8 membered spirocyclic ring having in its backbone 
one or more carbon-carbon double bonds; or 

c) a carbon-based 3 to 8 membered heterocyclic ring having in its backbone 
one to three heteroaloms selected from the group consisting of O, S and N; 

the spirocyclic rings of a), b) and c) being optionally substituted by from 1 to 4 
groups selected from the group consisting of fluorine, Ci to C 6 alkyl, C| to C* alkoxy, C, 
to C 6 thioalkyl, CF 3 , OH, CN, NH 2 , NH(C, to C 6 alkyl), and N(d to C 6 alkyDz; 

R A is H, C, to C 3 alkyl, substituted d to C 3 alkyl, aryl, substituted aryl, Ci to C 3 
alkoxy, substituted Ci to C 3 alkoxy, Ci to C 3 aminoalkyl, or substituted C, to C 3 
aminoalkyl; 

R B is H, Ci to C 3 alkyl, or substituted d to C 3 alkyl; 

R 3 is H, OH, NH 2 , Ci to C 6 alkyl, substituted d to C 6 alkyl, C 3 to C 6 alkenyl, 
substituted C 3 to C 6 alkenyl, alkynyl, substituted alkynyl, or COR c ; 

R c is H, C, to C 3 alkyl, substituted Q to C 3 alkyl, aryl, substituted aryl, C, to C 3 
alkoxy, substituted Ci to C 3 alkoxy, C, to C 3 aminoalkyl, or substituted Ci to C 3 
aminoalkyl; 

R 4 is H, halogen, CN, N0 2 , C t to C 6 alkyl, substituted C, to C* alkyl, alkynyl, 
substituted alkynyl, Ci to C 6 alkoxy, substituted C| to C 6 alkoxy, amino, Ci to C 6 
aminoalkyl, or substituted Q to C 6 aminoalkyl; 

R 5 is selected from the group consisting of (i) and (ii): 

(i) a substituted benzene ring having the substituents X, Y and Z as shown 

below: 
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wherein: 

X is selected from the group consisting of H, halogen, CN, Ci to C 3 alkyl, 
substituted Ci to C 3 alkyl, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, Ci to 
C 3 alkoxy, substituted Ci to C 3 alkoxy, C x to C 3 thioalkoxy, substituted C, to C 3 
thioalkoxy, amino, Ci to C 3 aminoalkyl, substituted C, to C 3 aminoalkyl, N0 2 , Ci to C 3 
perfluoroalkyl, 5 or 6 membered heterocyclic ring containing in its backbone 1 to 3 
heteroatoms selected fiom the group consisting of O, S, and N, COR D , OCOR D , and 
NR E COR D ; 

R D is H, C] to C 3 alkyl, substituted Ci to C 3 alkyl, aryl, substituted aryl, C, 
to C 3 alkoxy, substituted C, to C 3 alkoxy, C, to C 3 aminoalkyl, or substituted Q to C 3 
aminoalkyl; 

R E is H, Cj to C 3 alkyl, or substituted C| to C 3 alkyl; 

Y and Z are independent substituents selected from the group consisting of 
H, halogen, CN, N0 2 > amino, aminoalkyl, C, to C 3 alkoxy, d to C 3 alkyl, and C, to C 3 
thioalkoxy; 

wherein X, Y, and Z are not all H; and 
(ii) a five or six membered ring having in its backbone 1 , 2, or 3 heteroatoms 
selected from the group consisting of O, S, SO, S0 2 and NR 6 and containing one or two 
independent substituents selected from the group consisting of H, halogen, CN, NO*, 
amino, Ci to C 3 alkyl, C, to C 3 alkoxy, Ci to C 3 aminoalkyl, COR*, and NR G COR F ; 

R F is H, Ci to C 3 alkyl, substituted Ci to C 3 alkyl, aryl, substituted aryl, C { 
to C 3 alkoxy, substituted C, to C 3 alkoxy, C, to C 3 aminoalkyl, or substituted C ? to C 3 
aminoalkyl; 

R G is H, d to C 3 alkyl, or substituted C x to C 3 alkyl; 
R 6 is H or Ci to C 3 alkyl; 
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wherein when R 5 is a five-membered ring having in its backbone a NR 6 
heteroatom, and when R 5 is attached at the two position of said ring, there is no CN 
substituent in the five position on said ring; 
or a nhannaceuticallv a cceptable sah thereof. 

47(Original). The method according to Claim 46, wherein said compound is 
selected from the group consisting of 6-(3-Chlorophenyl)-4 > 4Hlimethyl-l ) 4- 
dihydrobenzo[d][l,3]oxazin-2-one; 6-(3-Methoxy-phenyl)-4 ) 4-dimelliyl-l,4-dihydrO' 
benzo[d][l a 3]-oxazin-2-one; 6-(2-Chloro-phenyl)-4 > 4-dimethyl- 1 ,4-dihydro- 
benzo[d] [ 1 ,3]oxazin-2-one; 6-(4-Chloro-phenyl)-4,4-djmethyl- 1 ,4-dihydro- 
benzo [d] [ 1 ,3]-oxazin-2-one; 6-(3-Chloro-phenyl)-4-methyl- 1 ,4-dihydro- 
benzo[d][ l,3]oxazin-2-one; 6<3-CMoro-phenyl)-4-ethyl-l ,4-dihydro- 
benzofd] [ 1 ,3]oxazin-2-one; 6-(3-Chioro-phenyl)-4-phenyl- 1 ,4-dihydro- 
benzo[d][l ) 3]oxazin-2-one; 3-(4ADimethyl-2^oxo-l,4-dihy^ 
6-yl)-benzonitrile; 4,4-Dimethyl^6-(3-nitrophenyl)-l Adihydrobenzo[dJ[l,3]oxazin-2- 
one; 6-(3-Bromo-5-fluorophenyl)-4,4-dimethyl- 1 ,4-dihydrobenzotd] [ 1 ^oxazin^-one; 
3-(4 ADimethyl-2-oxo- 1 ,4-dfr^ 

5K4,4^Dimethyl-2-oxo-l,4-dihy^^ 4-(4,4- 

Dimethyl-2-oxo-lAdihydro^2H4>en^ 5- 

(4,4-Dimethyl-2-oxo-l,4-dft^ 

carbonitrUe; 5-(4,4-Dimethyl-2-oxo-l f 4-dihy^^ 

thiophene-2-carbonitrile; 4^4,4^Dimetliyl-2-oxo-l,4"dihydro.2H-ben2o[d][l,3]oxazin-6- 
yl)-furan-2^arbomtrile; 4,4^Diethyl-6^3.nitrophenyl)-l,4-dihydrobeMo[d][l,3]oxazin- 
2-one; 6-<3-Chlorophenyl)-4 f 4-diethyl-l ,4-dihydrobenzo[d] [ 1 ,3]oxazin-2-one; 6-(3- 
Chlorophenyl)-spixo[4H-3,l-benzoxazine-4,l '-cyclohexane^-O^-one; 6-(3- 
Chlorophenyl>spiro-[4H-3,14>e^ 6-(3- 
Nitrophenyl)-spiro[4H«3 t l -benzoxazine~4,l '-cyclohexan]-2(lH)-one; 4-Allyl^6^(3- 
chlorophenyl>4-methyl-l,4^hydro-benzo[d][l > 3]oxazin-2-one; 6^(3-ChIorophenyl)^4- 
methyM-propyn^l-yJ-l^dihydro-ben^tdJtl.Sloxazin^^ne; 6-(3-ChlorophenylM- 
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ethynyl-4-methyl-l,4-djhydro-benzo[d][l,3]oxazin-2^one; 6-(3-Chlorophenyl)-4-methyl- 
4-phenyl-l,4-dihydro-benzo[d][I,3]oxazin-2-one;4-B^yl-6-(3-chloro-pheny1)-4- 
methyl-l,4-dihydro-benzo[d][l f 3]oxazin-2-one; 6-(3-Cbloro-phenyl)-4-cyclopropyl-4- 
methyl-l ,4-dihydro-benzo[d][l ,3]oxaziii-2-<me; 6-(3-ChIoro-phenyl)-4-cyclopropy]-4- 
propyn-1 -yl-1 ,4-dihydro-benzo[d][ 1 ,3]oxazm-2-one; 6-(3-Chloro-phenyl)-4,4- 
dicyclopropyI-l,4-dihydro-benzo[d][l,3]oxa2in-2-one; 6-(3-Chloro-phenyI)-4,4- 
<lipropyn-l-yl-l,4-dihydroben2»[d][l,3]oxazm-2-one; 6-(3-Bromo-5-fluorophenyl)- 1,4,4- 
trimethyl-l,4-dihydrobenzo[d][l,3]oxazin-2-one; 6-(3-Methoxyphenyl)-4-methyl-4- 
trifluoromethyl-1 ,4-dihydro-benzo[d][l,3]oxazin-2-one; 6-(3-Acetyl-phenyl)-4,4- 
dimethyl- 1 ,4-dihydro-benzo [d] [ 1 ,3]-oxazin-2-one; 6-(3-Benzoyl-phenyl>4,4-dimethyl- 
l,4-<hh y d^-benzo[d][l,3]^xazia-2-one;4-(4,4-D^^ 
benzo[d][l,3]oxi*rin-6-yl)-thiophene-2-carbo^ 

dicyclopropyl-l,4-dihydrobenzo-[d][l,3]oxa2in-2-one;3-(4,4-Dicyclopropyl-2-oxo-l,4- 
dihydro-2H-benzo[d][l,3]oxaziii-6-yl)-5-fluoro-benzonitrile; 6-(3-Bromo-5-methyl- 
ph^yl)-4,4-dimethyl-l,4-dihydriobenzo-[d][l,3]oxBzin-2-one; 6-(3-Bromo-5- 
trifluoromethoxy-phenyl)-4,4-dimethyl- 1 ,4-dihydrobenzo[d] [ 1 ,3]-oxazin-2-one; 3-(4,4- 
Dimethyl-2-oxo-l,4-dihydro-2H-ben2X)[d][U]oxazin-6-yl)-S-methyl-beii2onitt 
(4,4-DimcthyI^2-oxo-l,4-dihydro-2H-ben20[d][l,3]oxazin-6-yl)-5-trifluoromethoxy- 
benzonitrile; 6<3,5-difliioro-phenyl)^ s 4-dimethyl-l,4-dihydrobenzo-[d]tl,3]oxazin-2- 
one; 6-(3,5-dichloro-phenyl)-4,4-dimethyH ,4-dihydrobenzo-[d][l,3]oxazin-2-one; 6- 
(3,5-Bis-trifluoromethyl-phenylM,4-<limethyU^^ 3- 

(4,4-Dimethyl-2-oxo-l,4-dihydro-2H-benzo[d)[l,3]oxazm^-yl)-5-methoxy-ben20iutri^ 
6K3-Fluoro-phenyl)-4 > 4-dinietbyl-l > 4.dihydro-benzo[d][l > 3]oxa2in-2-oiie; 6-(3-Chloro- 
4-fluoro-phenyl>4 > 4-dimethyI-l,4-dihydro-benzo[d](l,3]oxazin-2.one; 3-(l- 
DiethoxymelhyM,4-dime1byl-2-oxo-l,4-dihy^ 

benzonitrile; 3.Fluoro-5-(l-methoxymethyl-4,4-dimethyl-2-oxo-l,4-dihydro-2H- 
benzo[d][13]oxazin-6-yl)4>ei«oiritrile; Phosphoric acid 6-(3-cyano-5-fluoro-phenyl)- 
4,4-dimethyl-4H-benzo[d][l,3]oxazin-2-yl ester diethyl ether, 3-(4,4-Dimethyl-2-oxo- 
l,4-dihydro-2H-benzo[d][l,3]oxazin.6-yl)^-fluoro-benzo.mtrile; 6-(3-Chloro-4-fluoro- 
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phenyl)-8-nuoro-4,4-dimethyl-l ,4-dihydrobeiw:o[d][ 1 ,3>oxazin-2-one; 6-(3-Bromo- 
phenylH,4^methy]-l,4-dihydro-benzo[d][l,3]-oxazin-2-one; 6-(3-Ethynyl-phenyl)-4,4- 
dimethyl- 1 ,4-dihydro-ben20[d][l ,3]-oxazin-2-one; 3-[3-(4,4-Dimethyl-2~oxo-l ,4- 
dihydro-2H-ben2o[d][l,3]ox^n-6-yl)-phenyl]-propynenitrile; 6-(3-Fluoro-5-nitro- 
phenyl)-4,4-dimethyl-l,4-dihydro-ben2o[d][l,3]oxa2in-2-one; 6-(3-Chloro-5-fluoro- 
phenyl)-4,4-dimethyl-l ,4-dihydro-benzo[d][l ,3]oxa2in-2-one; 3~Chloro-5-(4,4-dimethy1. 
2-oxo-l^dihydro-2H-ben2o[dJ[l,3]oxazin-6-yl)-benzotutrile; 6-(3,5-Dinitro-phenyl)- 
4,4-dimethyl-l,4-dihydro-benzo[d][l 3]axa2m-2-one; 5-(4,4-Dimethyl-2-oxo- 1 ,4- 
dihydro-2H-benzo[d] [ 1 ,3]oxazin-6-yI)-isophthalonitrile; 4,4-Dimethyl-6-(3-tbiazo1-2-yl- 
phenyl)-l,4^ydro-benzo[dJ[l,3]oxazin-2-one;6-(3-Fluoro-5-methoxy-phenyl)-4,4- 
dimetbyl-l,4-dihydro-benzo(d][l,3]oxazin-2-one; 6-(3-Fluoro-5-trifluoromethyl-phenyl> 
4,4-dimethyl- 1 ,4-dihydro-benzo[d][ 1 s 3]oxazin-2-one; 6-(5-Bromo-pyridin-3-yl)-4,4- 
dimethyl-l,4-dihydro-benzo[d][l,3]oxa 2 in-2-one;6^5-Bromo-l-oxy-pyridin^3-yl)-4 > 4- 
dimethyl-l,4^ydro-benzo[d][l,3]oxa2iii-2-oiie;6-(3-Cyaiio-5-fluoro-phenyl)-4,4. 
dlmethyl-2-oxo-4H-benzo[d][l,3]oxa2ine-l-carboxylic acid tert-butyl ester; 5-(4,4- 
I^ethyI-2-oxo-l,4^ydrO"2H-beii2o[d][l J 3]oxazin-6-yl)-2-fluoro-benzonitrile; 4-(8- 
Fluoro-4,4-dimethyl-2-oxo-l,4^ydro.2H-ben20[d][l,3]oxazin-6-yl)-tbiophene-2- 
carbonitrile; 3-Fluoro-5-(8-fluoro-4,4-dimethyl-2-oxo-l,4-dihydro-2H- 
bed20[d][l,3]oxa2in-6-yl)-benzonitrile; 5-(4 > 4-Dimethyl-2H3xo-l,4-dihydro-2H- 
benzo[dKl,3]oxazin^-yl>tluopheneO-caibom^ 

2H-ben2o[d][ 1 ,3]oxa2in-6-yl)-thiophene-3-carbonitrile; 6-(l ^^-thiadiazol-S-yl-phenyl)- 
4 s 4-dimettyl-l>dibydro-benzo[d][l,3]oxazin-2-one;6-(3-Fluoro-5-thJophen-3-yl- 
phenyl)-4,4-dimethyl- 1 ,4-dihydro-benzo[d]( I ^joxazin^-one; 4,4-Dimethyl-6-(5-nitro- 
1 H-pyrroI-2-yl)- 1 ,4-dihydrobeixzo [d] [ 1 ,^ 

yl)- 1 ,4-dihydro-benzo[d] [ 1 ,3 ]-oxazin-2-one; 4,4-Dimethyl-6-( 1 -metb yl- 1 H-pyrrol-2-yl)- 
l,4-dihydro-benzo[d][l,3]oxazin-2-one; 4,4-Dimethyl-6-(l.methyl-5-nitro-lH-pyrrol-2- 

yl)-lAdihydfo-benzoCd][l,3]oxazin-2-one;3-(l,2-Dihydro-2-oxospiro[4H-3,l- 
beozoxazine-4,l.cyclohexan]-6-yl)^benzonitiile; 3-(l,2-Dihydro-2-oxospiro[4H-3,l- 
benzoxazine-4, l-cyclohexan]-6-yl)-5-fluorobenzonitrile; 4-(l ,2-Dihydro-2-oxospiro[4H- 
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34-be^oxazine-4,l-cyclohexan]-6-yl>2-thiophetiecarbonitrile; 5-(l,2-Dihydro-2- 
oxospiro[4HO,l-benzoxazine-44^yclohexan]-6-yI)-2-thiopheuecarbonitrile; 5-(l>2- 
Dihydro-2-oxospiro[4H-3J-benzoxazine-4,l-cycIohexan]-6-yl)-4-methyl-2- 
tbiophenecabonitrile; 5-(4,4-Dimethyl-2-oxo-l ,4-dihydro-2H-benzo[d][l ,3]oxazin-6-yl)- 
4-ethyl-thiophene-2-ca r bonitrile; 5-(4,4-Dimethyl-2-oxo-l ,4-diliydro-2H- 
benzo[d][l,3]oxazin-6-yl)-^«-propyl-1biophene-2-carf)onitrile; 6-(4-Cyano-3-fluoro- 
pbenyl>4,4^me*hyl-l^dihydrobenzo^ 

dimethyl-l,4-dihydro-benzo[d][13]-oxaan-2K)ne;6-(3,4-Difluoro-phenylH 

1 ,4-dihydro-ben2»[d][l,3]oxaziQ-2-one; 6-(2-Fluoro-phenyl)-4,4-dimethyl-l ,4-dihydro- 

beo2o[d][l,3]-oxazin-2-one; 3-(4,4-Dimethyl-2-oxo-l,4-dihydro-2H-benzo[d][l,3]- 

oxazin-6-yl)phenylax5Ctonitrile; 5-(4,4-Dimethyl-2-oxo-l,4-dihydro-2H- 

benzo[d][l f 3]oxazin-6-yl)-furau-2-carbonitrile; 3-(4,4-Dimethyl-2-oxo-l J 4-dihydxo-2H- 

ben2o[d][l,3]oxazin-6-yl)-2-fluoro-be50^^ 

beozoxazine-4, 1 -cyclobutan]-2( lH)-one; 8-Bromo-6-(3-chloro-4-fluorophenyl)-4,4- 
dimethyl-l,4-dihydro-2H-3,l-ben20xazin-2-one; 3-(8-Bromo-4,4-dimethyl-2-oxo-l,4- 
dihydro-2H-3,l-benzoxazin-6-yl)-5-fluorobenzonitrile; 3-(8-Bromo-4,4-dimethyl-2-oxo- 
1 ,4-dihydro-2H-3 , 1 -benzox azin-6-yl)-5 -fluorobenzonitrile; 5-(8-Bromo-4,4-dimethyl-2- 
oxo- 1 ,4-dihydro-2H-3, 1 -benzoxaziii-6-yl)-2-fluoroben2onitrile; 6-(3-Bromophenyl)- 
l,4,4-trimethyH,4-dihydro-2H-3,l-ben2oxazin-2-one; 6-(3-Fluorophenyl)-4-methyl-l,4- 
dihydro-2H-3,l-be!nzoxaziii-2^one; 3-(4 > 4-Dimethyl-8-methoxy-2-oxo-l,4-dihydro-2H- 
3,l-ben2oxazin-6-yl>5-fluorobenz»nitrile;3-(4,4-Dimethyl-8-hydroxy-2-oxo-l,4- 
dihydro-2H-3 , 1 -benzoxazin-6-yl)-5-fluoiobenzonitrile; 6-(2,3-Difluoro-pbenyl)-4,4- 
dimethyl-l,4-dihydro-benzo[d][l,3]oxazin-2-one;3-(l-EthyM,4-dimethyl-2-oxo-l,4- 
dihydro^2H-benzo[d] [ 1 ,3]oxazin-6-yl)-5-fluoro-benzonitrile; [6-(4,4-dimethyl-2-oxo- 1 ,4- 
dihydro-2H-3,l-benzoxazin-6-yl)pyridin-2-yl]acetonitrile; S-C^^Dimethyl-Z-oxo-l^- 
dibydro-2H-benzo[d][l,3]-oxazin-6-yl)^5-fluoro-phenylacetonitrile; 3-(4,4-Dimethyl-2- 
oxo-1 ,4-dihydro-2H-benzo[d][l ,3]-oxazin-6-yl)-4-fluoro-phenylacetonitril e ; 4-(4,4- 
Dimethyl-2-oxo-l,4-dihydro-2H-benzo[d][l,3]oxazin-6-y1)-2-fluorophenylacetonitrile;2- 
(4,4-Dimethyl2-oxo-l,4-dihydro-2H-benzo[d][l > 3]-oxazin-6-yl)phenylacetonitrile; 6-(3- 
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Fluoro^-methoxy^phenylM^-dimethyl-l ^-dihyiko-benzotdKl^oxazin^-one; 3-(4,4- 
Dimethyl-2-oxo-l,4-dihydro-2^ 6-(6- 
Amino-pyridin-3-yl) -4,4-dimethyl-l ,4-dihydro.benzo[d][l,3]oxa2ine.2.one; 6-(5- 
Diethoxymethyl-fiiran-3-yl) ^Adimethyl-l^^ydro-benzoCdltl^Joxazin-I-OTie; and 
4-(4ADimethyl-2-ox 

carbaldehyde;or a pharmaceutical^ acceptable salt thereof. 

48(Original). A method of horaione replacement therapy, the method comprising 
administering to a mammal in need thereof a compound of the formula (I): 




wherein: 

R 1 and R 2 are independent substituents selected from the group consisting of H 
and Ci to C 6 alkyl; 
R 3 is H; 
R 4 is H; 

R 5 is selected from the group consisting of (i) and (ii): 

(i) a substituted benzene ring having the substituents X, Y and Z as shown 

below: 




wherein: 
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X is selected from the group consisting of halogen, CN, C, to C 3 alkyl, 
and substituted Ci to C3 alkyl; 

Y and Z are independent substituents selected from the group consisting of 
H, halogen, CN, NO a , and C, to C 3 alkyl; and 

(ii) a five or six membered ring having in its backbone 1 , 2, or 3 heteroatoms 
selected from the group consisting of O, S, SO, SCfe and NR 6 and containing one or two 
independent substituents selected from the group consisting of H, halogen, and CN; 

wherein when R 3 is a five-membered ring having in its backbone a NR 6 
heteroatom. and when R 3 is attached at the two position of said ring, there is no CN 
substituent in the five position on said ring; 
or pharaiaceutically acceptable salt thereof. 

49(Original). A compound selected from the group consisting of 6-(3- 
Methoxyphenyl)spiro[4H-3, 1 -benzoxazine-4, 1 -cyclobutan]-2(l H)-one; 8-Bromo-6~(3- 
chloro^fluorophenylM,4^emyl-l,4-d&^ 

4,4^memyl^2-oxo-l,4^hydro-2H-3,l-ben20Xazm-6-yl)-5-fluorobeiizonitrile; 3-(8- 
Bromo^,4-mmemyl-2-oxo-l,4-dihydro-2H-3,l-^ 5 . 

(8-Bromo-4,4-dimethyl-2-oxo-l,4-dihydro-2H-3,l-benzoxazin-6-yl)-2- 

fluoroben20nitrile;6<3-Bromophenyl>l,4,4-trimemyl-I J 4Kimydro.2HO,l.benzoxazin- 

2- one; 6-(3-Fluorophenyl)^-methyl-l,4-dihydro-2H-3,l-ben20xazin-2^one; 3-(4,4- 
Dimemyl-8-me1toxy-2-oxo-l,4-dmydn>-2HO^ 

3- (4,4-Dimemyl-8-hydroxy-2-oxo-l,4-dihydro-2H-3, 1 -benzoxa«m-6-yl)-5. 
fluorobenzonitrile; 6-(2,3-Difluoro-phenyl)-4,4-dimethyl- 1 ,4-dihydro- 
benzo[d][l,3]oxazin-2-one; 3-(l-Emyl-4,4^imemyl-2-oxo-l,4-dihydro-2H- 
benzo[d][l,3]oxazin-6-yl)-5-fluoro-benzonitrile; [6-(4,4-dimethyl-2-oxo-l,4-dihydro-2H- 
3,1 -benzoxazin-6-yI)pyridin-2-yl]acetonitrile; 3-(4,4-Dimethyl-2-oxo-l ,4-dihydro-2H- 
benzo[d][l,3]-oxazin-6-yl)-5-fluoro-phenylacetonitrile; 3-(4,4-Dimethyl-2-oxo-l,4- 
dmydro-2H-benzo[d][l,3]-oxazm-6-yl)^-fluoro-phenylacetonitrile; 4-(4,4-Dimethyl-2- 
oxo-l,4-dihydro-2H-benzo[d][l,3]oxazin-6-yl)-2-fluorophenyIacetonitrile : 2-(4,4- 
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Dimethyl 2-oxo-l,4-dihydro-2H-benzo[d][l,3]-oxazin-6-yl)phenylacetonitrile; 6-(3- 
Fluoro-4-methoxy-phenyl)-4,4-<Jimethyl-l ,4-dihydxp-benzo[d][l ,3]oxazin-2-one; 3-(4,4- 

Dimethyl^-oxo-l.^dihydro^H-benzotdJtl^j-oxazin-e-yOphenylacetonitrile; 6-(6- 
AjniQo-pyridin-3-ylM,4-dimethyM,4^ 6-(5- 
Dietooxymethyl-fwan-3-yl) ^,4-dto 
(4>4-Dimethy]-2^xo-l,4-dihydro-2H-be^ 

N-[4-(4,4-Dimethyl-2^xo-l > 4-dmydro-2H-3,l-benzoxazin-6-yl)-2-fluoro-ph^ 
acetamide; 3<4,4-Dimethyl-2-oxo-l,4-dihydro-2H-ben2o[d][l > 3]-oxazin^6-yl) 
benzeaesulfonamide; 5-(4ADimetbyl-2-oxo-l > 4-dihydro-2H-benzo[d][l > 3]-oxazin-6-yl)- 
lhiophene-2-sulfonamide; and 4^1,^Dihydro-4,4-dimethyl-2.oxo-2H-3,l-beii20xa2in-6- 
yl)-2-furancart>oxaldehyde oxime; 
or a pharmaceutically acceptable salt thereof. 
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